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[IFUBIC]

HTR D EEAT % autoinducer v L CRIE AT AE % Hllf1§ % quorum sensing
(QS) BHEAEH SN TV 5, FRIRH OB IHIEGHEIC QS DB G S 20 &
%) £ O O LWIBEREORZEIZ D %035 & LTI S Tw
Bo G Nitr—7 727 % v B X O T BN & AR QS #¥# & oM E.
VER =T L7z,

[FHi£]

Z v Ml & ) oHE L 7R A #RIRR @ autoinducer Td % N-3-
oxododecanoyl homoserine lactone (C12-HSL) & N-butyryl-L-homoserine
lactone (C4-HSL) #1EH & &7z, MlafGE oML, ¥# Liko LDHIEM %
WoE L7ze 7A=Y AOFHMIL, 738 = 30 — et %4772\ apoptotic body
¥ahwy b Lz WISCATLIY—772% Y M (=T 727 ) OFFET T,
IR ONA ;T4 VB EEF YT = v Ok ERE L, 72, =777
T K BERDS) YRRE R & AER S22 G 5 HRY T, dipalmitoyl
phosphatidylcholine (DPPC) & dioleoyl phosphatidylcholine (DOPC) @ 1) 7R
= DR FRRICFERRE TR 5720 /N4 F T 4V ADTERRILE T BRI
Yo THERR L 720 #EEMFMUBENT X, one-way ANOVA THEM O Lg% 470,
p<0.05 ZHtat FAEED ) & L7z,

[#R]
1. HSL (C & % Aififg T 2UHARE D ZE1E

Ki#2 i o LDH 11 C12-HSL OUERAF LISl 2 7R L 720 C4-HSL AL
AL O LDH &M 122 LIZF2® & 1172 72 o 72, apoptotic body $%ik. C12-
HSL ALPEHfE L 35\ TR BEARTEMEICEE N L. C4A-HSL ALFME T3 A EA LR
DOENLD572,



2. =77 07 UL BRERRERFEENDRE

INA T T A NLDDFEEZT —7 7 77~ OWEBERGEVECIH Sz Lo,
DPPC, DOPC LD INA F+ 7 4 v W ER B ICH BAZ RO R Do 72, BT
FC L 2HE TR, b= 7 7 7 T YARUELOWAERE S, HEIMIEDS  Big
anens, =77 77 BT WERIME DN LB S, —
B EF T VoA —T 7 7 T v OF M - R S Iz, &
5|2 DPPC TIEIREEMATE N LTI ASHERR S 72 A%, DOPC Tl B 70
LN ro7z,

[ #5aA

FrAEP C12-HSL (XAfife T AR I L CT7 R b= A% 8 L, fMiahE
RIS EDRBENTS. —TF i =77 2% Y M, N F T4V aRY
FIT = OEEZIHILz XD, it —77 2% MBI O TR
G & FRIRR QS B DA AR AR S, Ml 3BT 2 Akl T BYE o J 14l
HOHHEO AR T B W REMHEA VR S 7z,
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Human Pulmonary Surfactant Protein D Binds to
MD-2

O Xiaomeng Nie, Chiaki Nishitani-Ono, Masami Yamazoe,
Takeyuki Shimizu, Hiroaki Mitsuzawa, Kaku Sawada,
Motoko Takahashi, Hiroki Takahashi and Yoshio Kuroki

Pulmonary surfactant protein D (SP-D), a member of the collectin family,
plays important roles in innate immunity of the lung. MD-2 is critical for
Toll-like receptor 4 (TLR4)-mediated responses to lipopolysaccharide (LPS).
We have previously shown that SP-A, a homologous collectin, interacts with
TLR4 and MD-2 via its carbohydrate recognition domain (CRD), and
modulates TLR4/MD-2-mediated cell responses (Yamada C, et al. ] Biol
Chem, 2006; 281:21771-21780). In addition, we have also reported that SP-D
binds to the extracellular domain of TLR4 through the CRD (Ohya M, et al.
Biochemistry, 2006; 45: 8657-8664). The purpose of this study was to
determine whether SP-D interacts with MD-2. Recombinant soluble form of
MD-2 (sMD-2) was produced by a baculovirus-insect cell expression system.
Recombinant human SP-D (rSP-D) bound to MD-2 coated onto microtiter
wells in a concentration-dependent manner in the presence of Ca*. When
rSP-D and sMD-2 were coincubated and sMD-2 was immunoprecipitated,
rSP-D was co—precipitated. Similarly, when biotinylated rSP-D was pulled
down by streptavidin-agarose, sMD-2 was co-sedimented. Inclusion of 5
mM EDTA or 0.2 M mannose in the binding buffer reduced the binding of
rSP-D to sMD-2 by approximately 70-80%. Anti-SP-D monoclonal
antibodies 7A10 and 7C6 whose epitopes lie in the CRD and neck,
respectively, were used to determine the roles of the SP-D domains in the
sMD-2 binding. 7A10 but not 7C6 significantly inhibited the rSP-D binding
to sMD-2, indicating the involvement of the CRD in the sMD-2 binding.
These results clearly demonstrate for the first time that SP-D binds to MD-
2 through its CRD.
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[IFUBIC]

HVEMER 25 (UD) 122 DERRRFEED S W OO 5D D 5 55, il 59§
MR E LC, Mgz BAE L72EE TREDIIEDIL A & LD 454
ENTWD, TL TR E LT, &ty fiih—7 72 % >~ b, BRIZ SP-D 124
T2 IgG 5 OHECHRIENTER SNTWD, 20720, 4, UL EBIOH
T SP-D OGBSI L AIPREFABIER Z I M L . HIZ, IgG & OB Z X
7L 720
(7]

TR UL oFBBION 1661 (& L-CIIP, AN PSS 3, RA 31, 60~707%)

xR BB (FZED 7% \ifi, )

FHiE D) RV YEEST T 4 YRS X BB RE R Sk SP-D

(mouse monoclonal , Abcom . O"—#RC rabbit polyclonal , Santa cruze 1) .

SP-A (mouse monoclonal , DAKO #I). IgG (rabbit polyclonal, DAKO #1:).

gty N(EA N7 74 Y Y TFIVAT A ¥ MAX-PO, =F L 1%1), 2)1)

ERBEDO TP X % 1gG & SP-D @ 2 Lt T SP-D @ &5 ; IgG (rabbit

polyclonal) . 7K#E. SP-D (mouse monoclonal) # it &8, ¥ 7 A 21K

PUA TG, DAB %€ (SP-D O 258 ) . [AERIZ IgG & SP-A, xffi& LT

IgG & PBS (B o

[HEREER]

1) SP-D GBS EGLt . UL CUIEO~ v v ok USRI NARHEILED) iR -
B BEIR OB % v, 2 oo Ml 1B S 3Bk O T Em 23S b |
—HIZ BRI GO Nb Db RSNz, &RISREY ¥ SERIE—HR .

2) 1gG B Gt UL O 1) OB L OBBEE % & T AT - R 2 ikt
i) 2 SERIE— B



3)1gG & SP-D @ 2E L 5 UL T\ 1) EBORE DOBER DB Bk O T EIH

4)1)3)1Z Ul TSP-D % SP-A (2 H§ % & TR FRZ O Ak,

5) Feloe Bl - OR B © ARG BBz 1X SP-D. SP-A. IgG IZfmtE. 1gG &
SP-D, 1gG & SP-A @2 E G TO L k. @ 1gG & PBS I3 &fIZ &,

6) kA5, UL Tld SP-D 1239 % 1gG BEORIEAH 5 Z L 45 1) ~3) b,
RESMIZ b SN/,
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BB MARICKT T % Cyclosporin A {#HEBI D&Y
—aEaAMMEMBEY—H— SP-A. SP-D. KL-6—

OXRFKuike, FURIES, JCHNEd, PR, TEfgE, A R8E],
TR, R ERAR
FMIRER AR EFEAR P =R

(B=] FZRMEREMEM % (1IPs) IS 3 20 E LT, BIEREAT T4 N3
(corticosteroid. LAT CS) M TOREIMEIIHS TR, £72. ZORIEH
FEW T A A, S L. BEE S TIE PSL & cyclophosphamide & 5 W 1%
azathioprine & O Bf FI##E: O T HEMEAS 2000 4F O K g e B 25 45 & WRIH I 23
£245? International Consensus Statement C/R ST\ 5, Ji4E, 1IPs (2%
5 CS & S ii|# ¢ 2 A Cyclosporin A (CyA) OB ERITH o 725ERIH
FAET 5 2 &R0 CS HBUEDIEGNI R 2 /LG ST b,

[E/9] MEMERZICH LT CyA 2 IV CE 21T 72 B 2 Rt E
MiE~—#—"7Tdh b SP-A. SP-D. KL-6 D%l % retrospective l[ZHEf L726
(k] *FRIE 2003454 A2 5 20064F 12 H F T, ALIREERFR R EE T CyA
A L 72 VYRR 2E B 16 61 C. NERIZAF S HENGHRAEE (IPF) 6 61, FEfRSR
RV MR 25 (NSIP) 561, BJEHRG (CVD-1P) 5B Tdh - 720 4. CS % BH
L7zo BEOERMEOBENL, AT 84 P2V AREZIT> TV Z\W» 82 k5
I HRCT Fr o2 b & M5t L 720 CyA #5715 & U5 5-# @ SP-A. SP-D.
KL-6 OZAb%& AxhBl & MR BIC Helhaat L 720

[(#ER] CyA % 5HBEOYRIL. CVD-IP Tl CS HEEOBEMGIAL 7> 7255
IIPs TIXMEH=ED CS L HFH L 7= MBNGHEGI A% 0o 720 BIVER & L T RERE
FE2BNZFRO b WGl & o720 CyA #5712 HRCT Fr i L 72
B CVD-IP T h 5 72D12xf LT, IPF TIXEAL L 72015% D> 720 CyA #¢
G, CT ATAAEEE L 78 Tld SP-A, SP-D 2"A I T L2202k LT,
CT FtRASEAL L 78 Cld KL-6 25128 L 72,

[EZ] CyA HHEIZH D ST IPFIEBI TEALBID S 2o 72 B & LT, CVD-
IPJEBIDZ { Y CS D2 IZ CyA 2SNZ 5N 7zD1Zxf LT, IPFERIDS
CMPEHECS L L BIHIEE L LT CyA DB E N TW BRI H D,



IPF O{EBIE A I3 2 DI CS EARN5TH o 72 REEDE 2 STz, 1hE
128k SP-A. SP-D OiiAE CyA 12 & BIEEOHMEDTRIEIZ, KL-6 DN
AR, &4, B 0I8D 2 EAVRIES Tz,

[#58] CS & CyA OBFHIC & ) HRCT i k3§ 24E625% ) . CVD-IP
I WEA)TdH - 7275, IPF R NSIP 12 b B b7, MiE~Y—H—Tdh b
SP-A. SP-D 12 CyA {GREOAEMEOTRIEL LT, KL-613E(LOfRIEL LTH
HTHhLUEAVRIE SN2,
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